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Document Proce••ing Center 
Off ice of Toxic ~ub•tanc•• 
u.s. Environmental Protection Agency 
Room L-100 
401 H Street, s.w. 
Wa•hinqton, D.C. 20460 

Attention: 8(d) ••altb & aatetr ••port.iA9 aule 
(•otif ication/lleportillg) 

Re: 

Dear Sir/Hadaia: 

On September 9, 1992, the following IPA penor. 
and J&ID9• s. DX"'ir.backy oZ Cytec Indu•tri•• - A e_ 
Company: 

Dr. Lawrence CUll .. n 
Kr. Rick ltaigwin 
Kr. Ray Jtent 
Kr. Paul Matthai 
Kr. Jten Mo•• 

~ with Or. Harvin A. Friedman 
naeo Unit of Atoerican Cyanan.ld 

Th• purpo•• of thi• meeting wa• to obtain an IPA •••••ament of 
non-pulatonary Hnaithation r laHification ro # t· .. ' I • 

Durinq that meotinq K•iqwin/lt•nt atated that th~y would like to ••e aom• data 
•howing tha~ expo•ure to doe• not produce cytophilic antibodi•• in teat 
animal•. :t wa• at that time that Dr. rriedman reconfirmed what w•• atated in 
writing to Dr. cu11 .. n on 9/8/92, 

In follow-up letter• to the IPA, Cytec aqreed to ••nd th• data •• •oon a• 
it wae obtained. We have enclo•ed with thi• letter a au.a:aary of the data 
r••utt• which we received January 18, 1993. Pl•••• note that thi• i• a eU111Dary 
only and the writing of a full paper for publication ia underway. 

ror thh r•a•on, we are requHtiug that thim 1Wni.Hion be regarded u 
confidential for a period ot on• year to al4ow for publication by 



2. 

W• will aubmit a copy of the completed publication to your office as •oon aa 
poaaible. 

The following ia a brief de•cription ot the study: 

Th• altached study repreaent• the ua• of a recently developed experimental 
approach for the identification of reap · patory aeneitiz•~•· Thia approach 
involves dermal exposure• of mice to a comp.:>und which ia a suspected reapi~atory 
sensitizer. The initial i.mmunn response to the compound ie jud9ed by the 
magnitude of lymph node call proliferation obaerved S hours after exposure. A 
contact hypersensitivity response i• monitored by an increase in akin thickness 
subsequent to a challen9e exposure with A dilute solution of the compound. The 
type of humoral ilmnune response observed subsequent to a dermal challenge exposure 
i• judged by meaaur•.ient of aub•equ•nt compound apecific ICJG anti-hapten antlbody 
~nd Ig! dev~lopnent. 

Previous experiment• performed to validate this expe:imental approach have 
demonatrBted that contact and respiratory sensitizer• both elicit immediate 
lymphnode proliferation. Cont act hypersensitivity agent• tend to elicit a atark 
increase in ICJG-hapten antibodies with a minimal ircreaee in apecif ic Ig! while 
respiratory awnaitizera tend to elicit auretantial increase• in compound apecif ic 
IgE and a variable increase in I~-hapten antibodies. 

The subject studies demonstrated that both teated elicited lynph 
node proliferation and increaaed akin thickne•• aubaequent tc ~h31lenqe •xpoiure. 
Th••• reaul ta infer that both of the compound• te•t•d aro pot6.lr ... coi.t,~t 

hypereenaitizera whicn conUrme previously reported experimental fi.ndu.9f'. Tl.e 
classical respiratory aeneitizer aub11t: .. nti.ally 
increaaod compound specific ICJG-hapt•n antibodies and Igl. Th~ of 
interest gener•t•d a minimal am~unt of IgG-hapten and IgE anti.bodieo in com~a:iaon 
to the quanti.ty of th••• antibodi•• produced by exposure. Th• ~nti~ody 
concentration• observed in roaponae to were v~ry similar lo th~ 
concentrations observed for control mice. Baaed upon the outcome ~t the cttached 
experimental studies thA of int.ereat demonatrated virtually no 
potential to act a• a reapiratory sensitizer. Th••• result• ·:-i:mfir.<n previously 
reported experimental and clinical atudi•• which indicated tha aubj~ct 

l• a contact hyperaenaitizer but not a reapir.a ry h aonaitJzer. 

If you have any questions, pl•••• contact me at (201) 357-3 

Sincerely, 

;f:!:::;.~ 
Associate Toxicologiat 
Toxicoloqy ' Product Stewardship Dept. 
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